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o 


Eanpeatt patent i^plieatloa No. 993031SL7-221S la fte nuns of SnddiKUiie ^ 
Beofthem jSie -< 

Has letter relates to lbs CoaannmfiBtiaa fiom ita EPO dated 25.1059 r^aidjiig the 
r;f^,r^mainHf>A wppHegtiaii mA pnnmmit to Art96Ca and Rule SIQ) EPa Please find 
fflcl^ ?^ Qtt t rtr""*") a new set of daims in coniplete repl a e emea t fiv ^ damis 
cuoently on £te at file EPa lliBie is alio enclosed a table. eBdded "F321Sl-Si^^ 
new dainu" i wrtlfatni tiie bads for ffae oew set of daias in ibe i^«don as Bled 
odpoally. Accoxdin^y ArLl230 EPC is not conOavened, • 

la Ti>1'««<«". please find a conqileted Fom 1002. desipwtf"g two additiooal inventoia 
whose yfetc omitted. In coor, on the caa^nal deaignatioa finn. Thus a teqneat ia 
xcapectfidly by Hie ^lieant for tfiese addttional inventors to be dwnsnat e d on ifae 

Having regsti to tiie Comnxcmication fiom IliB EPO. appfirant faerefay tespeetfiilly 
requests that a new set of dainsteconddered by teExanihdoglXv^ ItiBbaOeved 
that the present dain set overcomes the unity objection (Ait82 EPC) laised by Ifae 
Examiner in the Comnwiniftatinn. The applicant r^^ 4e to file a diToaonal 
i^ldicalian to the nothdeeted 8)d>ject-inatter of flie pnseat qqsUcs^^ 

The qtplicant indies to draw to the attenfion of the Bxami^ 

(WO 9J/S6787) in 4e name of Syntbon B.V. and d esi gna t ir g a Exnopcan 
patent TUa PCX appBcadon, having a filing date of 10th Jane 1997 ^ no daimed 
priority date, and apihlictfion date of 17* December 1998 vfill be dtable as prior Kt 
mxder AiL54(3) EPC against the Sttlsect matter of the pteaeai iwlication entitle 

October 1998 pdoiity dates, provided the PCT plication is progressed into die regional 
OntheaasnitiQnlhattheSynthonsppUcatJonwdnbepiogr^sedmEa^^ 


Carpontt IntatlieiLOlJPropany^ 


amended daixu are both novd over Synf^ entitled to at least the October 

poQixQrdate. 

Oaimi I tD20cotrespondtooMdai2nsl^ and4andic^ 
fism of paraxetme medume solphonatei chazacberiased by distingu^mg Qt. end XRD 
peeks. TUfl fixnn of paroxetine neOanesulfimate ib not disclosed in fte Synthon 
eppfication. Whilst Examjae 1 of Synlium at pagft 10 describes fiie p^^ 
ttodiang sulphonate isit, it is evident ficm fee characteriamg giatq ffi^hged Tabic 1 on 
page 14 that h U not fhesaxiie as that presently cl^^ In paiticuli fl»'pa«>xetjne 
aeylate described lySyntfaon has toflraftg the fi^^ l2Qg 
1169, 103H, 962, 931 838 and 546 cm"^. In contrast daim 1 of the present appficatioil 
covers paroxedne niesylate in crystalUnc fism hawfaig. tntar alia tiie following 
charactttsticIRpeaks: 16Q3, 1513, 1194. 1045, 946, 830, 775, 601, 554 and 539±4ca^ 
Infia red spectroscopy is a ^-known technique for di8dx«Qi^famg between difEerent 
foims of chcmicd products. Therefore panixctine nw^late described in fee Synto 
^dication is a different polymorph and does not destroy fte novels of SB's ei^*^ 1 
dftsr.rih lng anothflrpQlymmph nf pgTnvgriy^ Tn^j^l y^ 

Claiins2tD 19 are dependent i^ondaiml and acconSngly are also novel 

Claim 20 (aiid its dependent dahns 21 to 29} all relate to a phannaceitfical composition 
c omp rismg fiom 1 to 20Qmg of paroxdine mrthsnrTTTtfonate, calculated on a fiee base 
basis. Ihere is however no discbsure in the Synthoni^ 

and a nnr rr d iTTsly claim 20 and its dqacndent clanna most be novd> Whilst fte Synthon 
qspEcation does refer on page 2 to prior pubEahed docnmeots i^^Tifi"T^g phaimactatical 
cotEtpositi<ms containfag paroxetine hydnidiloride hcmihydrate (eg, EP 223 403)ti2ere is 
no snggesdon ^ phannaoeutieal compositions fi"^TTmfrinE paroxe&ie methanesul&oate 
shooU be &zmnlated in a ainidlar rnanner to the iQf drot^^ 

made by Synthon on page91ines 15-20 fiiat^'Tbe high compounds 
of ^ iovention enables high dissokdon rates hi solid dosage ibrms based on the 
con^tounds of the invetxtion to be obtamed, durii^g ifac in vfcrd release as weU as goqd 
bloBvmlaUfity afier per oral qsplxcadon fh Ww**, inqflies that the methanesuUbnate salt 
arnuld not'be finmlated m identical manner iwiA the known hydrochlonde salt* 
ThereSaie it is irrelevant that Ae prior published docnmcct EP 223 403 discloses 
pharmacentical comp ositio ns comprising fiom 1 to 2QQmg of paroxetine hydrochlonde 
hcmihy^^ratft t 

Claim 30 (and dependent claims 31 to 35} relate to processes for prejuring paroxetzne 
mrthanfsu lfimate iinng solvents not disdosed in the Synthon ^aplicaliaa Whilst 
Example 1 of Synthon does disclose tiie use of e%l acetate, fhis solvent is excluded fay 
the pco^ m daim 31. 


Claim 36 relatas to uses of paroxetine methanesuUbnatc not disclosed in the Synthon 
app l ic at i o n and tiierefige must also be novel (See page 6 lines 33 to 36 of Synthon). 


Claiiss 27 to 44 are independent claims coneap o n diag lo claims 21 and 22 aad 
ahnilaiiynoveL 


As mendanad previous^* Synflum ia not dtaUe ividi leapeet to invendva «tep of 
ammded claim set Saving xegard to ^qpiesdon of obviousness of 1^ 
I«Qxatinfi die Mowiz^ observatiocia are 

WMlst it ia tnip ibat Ae canent cammerdal fami of paroKgtine h the hyrfm ^^kirrw'fifm 
does nm Mow that aU attemativc add ad£tioa salts 

in a commeidal product For example^ ibt present q;)plicants hs:ve investigated various 
add addBtion sabs of paroxetine and faaye fi3iD^ 

■nd rufllMte »ret not rtaWe mnd eawwftt hfe m a emimiH^^i^l pntifart In particular it 

wns found ftat after fimr weeks storage at devated temperatnte (80^ botti die acetate 
and tiiB maleate had significant bsses in thdr potency indicating ibai ftey would not be 
suitable fw use in a conmierdd product requiring a salisf^^ 

In devdopng a novel satt fiaon of paroxetine, it cannot te 

product win be finxned. Surpnang^ liie present qplicants have finmd that paroxetine 
wcQigocsiitihnatB does fyaoi a stable crystaHine prodoct vriiich has several advantages in 
tbat it can be readily isolated ^lidi bdps in its mann&etore an a CO 
it ia stable it can also be fbnnulated as a commercial product Fordiennorewehave&and 
paroxetine methanesulfiEsnate to have high water sofaMxty (at least 1.7g dissolves in Ig of 
water at 20^C) and vety lowhygroscppidty (ming a standard by groscopicity/stabiHQ^ test 
comprimne eoq^osse to 75% Relative Humidity at 40°C for 14 d^^s, onty 0.03% water 
was absorbed). 

Ibe advantageous properties of paroxetine meflianesnlfnfnwtg are confirmed by 
eaqp crimcnts ^xzied out by Syn&on. Thus W098/S67S7 at page 16 provides data 
suggesting that paroxetine meftiancinilfanate bas advantages in temss of hig}i solubility, 
low bygroscqpidty and good stability, A corresponding US patent (US-A-S87 4447) has 
also been granted to Syndum. In obtaining patent grant Syn&oa submitted the attached 
declaradon of Dr Peters demcststxatrng Hiat paroxetine mdfaanesuUbnate bas 
advantageous properties when rampared with at least fisur alternative satts, namdy the 
maleate^ acetatOi tartrate and fcBsaratOtt 

&i summary it is appaieut that not all add adcfidon salts of paroxetine are sdtable &x nse 
in a commercial product Tberefisre tlie present qyplicants have indeed used inventrve 
dcHI in identifying aparticdar satt of paroxetine^ nansdy &e meth^ 
be advantageously fi>txnulated as a commercial product 


The ^1*1 ra it i^Iication is bexogprogrtased underlie Accdrrntrd prosecctloii provisions 
governed by PACE. Amri^g^y ^ applicant haa prtwidcd a. Ml and ftank df^j^jiniTff of 
f^ift pgfpntn^tiiy i?f fr e Vv? Tt ^Q^> " dfliincd herdiL Vettnsttbat^in&nnatioa 
providol wiU enaUfi the ^iplirati^ 

jecexvisg the Rule 51(4) Coaszuiziicaticni from the EPO as soon as poadble. However in 
^ QtiBlcdy evoit that Ihe Exasmnins 
.proceedings are hezeby xcqoefllsd. 

Yooea aincetdy 

CliveB.7hoit9san 
Aulhoilzsd BjspiftitKritHdve 
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Nr. der Anmeldurg inter, bOft ROdi iricht betarv^ 

/^iic8tfcmfrer.irnQty8tto»^ 

hr de IB demarde oi, d C9 tfento pas ancora ccnuiu, ti^ 

NOVEL COUPOUNO 
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Caaims 40 

0^Jan.200D 

1. PamrftiTIf ny^h'^Ttimlfhngte in eiystfllHHfi fom havrAg inter aha tf^ft 
feUowiag characteristic IR peaks: 1603, 1513, 1 IM, 1045, 946, 830, 776, 601, 
554,8xilS39^4ba*'48rid/ortiicMowiii8diaiacts^^ 8J, 
lOJ, 15.6, 163. 17.7, 18^ 19.8, 20.4,213, 22.0,22.4. 23.8, 24.4, 25.0, 25.3. 
25.8, 26.6, 30.0, 302, and 3L6 :fe02 degrtes 2 theta. 

2. Aprocess fordieptqmationof aooirqpGUtsd 

c(mgrifiing aystallmiig or rc^stallizing ifae componnri from a sohition of 
p^xoxddne siicc2iaD6Solfbnatc in a solvent. 

3. AptocmacooxdflgtodaiiriZin^i^^iiesoludQaafpc^ 

salt tfagr^\^^ giethanesulfemc add Ofan ammonium or anune salt tiiaeo£ 

4. AprocessaccQidnigto da]m3 2or3 in^^sichllieaolveQicorrqidseatDtuetie, 
an alcohol, an ester, aketoxte, ahalogenafiedhydrocaiboa, axiitdlc, or an ether, 
optionally in admixtue vn&i mto^, as efiier, or a lower alcohol, or mixtures 
thfixeof 

5 . A process according to any one of claims 2 to 4 in vMth flie solvent fiscma an 
aZBotropc vri& water and prior to Isolation cf the product 

aseotropic driittllatiOTV> 

6. Aproceas according to any one of daima 2 to 5 in viducb the crystallisation is 
pr n m ^y md \fy b r\p von «f «n anti-soWettt to the solvent, in whidb ttie azxti- 
soWent is an edier or hcxanc. 

7. A process accdr^zig to any oiie of daims 2 to 6 in the crystallisation is 
CTnr^ii^ at devaled te mpera t u re followed \fy coittroUed cooling. 
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S. AprocessaccQidixigtoanyoneofcIaims2to7inv^^ 

9* A jwTuy^ iu^Tgf tng tft any one of dflim 1 to g in m^eh CTygfaTl^gftfTj^p ^ 

conducted ivifhoct the &dclid<m of a leed ci^^ 

10. A phannaceadcal coa^M)sidoncQn9ri5ing a coi^ 
md a {Aiannaceoticallj acceptable earner. 

11. AcQaqK>sidonaccbidii%todak^ a 

12 . A composition according to dams 10 or 1 1 in ^vhich tiie carrier comprises a 
binder. 

13. A cooqposidai according to any one of daims 10 to 12 in wbidi the carrier 
cQoqprises a coloorisg agent 

14. A cmnpnsitinn according to any one of ddnu 10 to 13 in whidi the catrier 
cnrnprises a flavounz^ i^cnL 

15. A conqiosition according to any one of claims 10 to 14 in whidi ttie carrier 
conqHrises a preservadve. 

16. AomqxmtiQnBcconiingtoasy oneof daims IQtolS adapts 
" adn]inistration« 

17. A conqiositxan according to daim 1 6 whidi is a tablet or cs^anle. 

18. A oo mp o si don according to any one of daims 10 to 17 wherdn die 
con^)ound is present in an amount ranging from 1 to 200nig, calculated on 
a free Inue basts. 
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19* tJgg of a. eflmp <y\yiA ngeaplmg to claim 1 in Ab TTiffmifacfam of a mi^ttr^^qj;^ 

tat use inihe tteatxrieittffid/orpitvcxi^ of any one or moie of the Disorders. 

ancfliaBespIfbiiace, calcnhted oa a j&ee base basis, and > phflnnnnmtiniHy 
acceptable caiikt. 

21« A conp^sition according to daim 20 coxi;^^ 
XO wf«>4KaTu»w ntfhT*°(»^. calnilfttftd fm h fr^ ^™ hn^^* 

22. Acoii;i08itianflccQrdiqgtDdaim20or21con^ 12J, 13,20, 25, 
^ or Aftmg nf parnreAM tnetfaanesulfimate, calmlafffri cm a free base basis. 

IS 23. A conq^osition according to ax9 oi:e of daiins 20 to 22 wbeccm 
coQQunses a disintegranL 

24. Acooq^ositionaccordinstoatQr oneof daims20to23^ni]ere^ 
conqnisa a binder. 

20 

25. A composition according to aiqr one of claims 20 to 24 wherein the carrier 
oGEnpzises ft colouring agent. 

26. Acotnposidonacocf^ngtoaay oneof clainis2QtD25 Wlsc^ canier 
25 comiprises a flavouring agenL 

27. - Aconipo^tionaccor(&ngtoaxiyoneofGlaiins20to26vdierdntiieGaz^ 

CQmprises a preservadTe. 

2t, A con^stion according to any one of daiins 20 to 27 adapted for oral 
adxninistratiozL 

30 29. A coziqiosition according to claim 28 v^ch is a tablet or capsule. 
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30. A process for ttepnpaxadon of psroxedzienie^ 

(tf%f>lTii4lwg erygtallizatjon QT T&itty ^niTfltio ii) feom R »lliitinn of ^ pflrnxfflinft 
fnirfW«piTfciig»P^ nr tjiTfly liiymg at frfifigft lltymg ft tfJtrtimi ftf a pmiyi^i^ 

ncdisncsQl&Qatei vdierdn die Bohxtioii of paroxedziB ingftancsulfbnate, 
ecoqptises 1 8oh«t vdiieh is tot^^ 
halogmatedbydrocariKin, anxtrilBy V 
imter, m eOier, or a lower alcbhoU cir 
tiie solvetxt for precipitatioa b oot 


10 31. AprocessaccotdiBetoclsdmSO^^dieremlhes^ 
^ v/ateraxidpnortoisdatumofftepiDdncti^^ 
disOIatiotL 

32. A pzocess according tD claim 30 or 31 in in^^ 

\3y inclusion of an and-Bolvent to the solvent, in vMok fte and-soheot is an 
IS gfter or hexane. 

33. A {ffocess according to any one of claizns 30 to 32 in vdiidi tie csystaHizstion 
is conducted at ctevatBdtPimperatnT&Mowedby controlled cooling. 

34. A process according to any one of clsims 30 to 33 in iwUdi tie crystall^^ 
is induced ibe additioa of a seed crystal 

20 35. AprocessacoozdxDgto8Zvaneofdainis30to34iniKUciitfiecr78^ 
is Gondncted without a seed crystal. 

36. Usg gf pai»>X ffHf1 *^ mrtTKmrmlF^*^** ^ fheprppTHtimi nf a mp^tranimt far use 

in tie txeaimsnt and/or pitvealian of any one or inore of the disoniu 

25 adolescent dqirdasion and dysOiymia. 

37. Apbannaceufical conq)osition compriainB 10 to 30nig of pacoxetine 

mi^>t<»wmi^fhnfttft, cfllenlAted ftti > frttft bftflfetiagig, and a TAannaceutically 

acceptable carrier. 
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38. A pfaannaceutical coinposition compriidDS lOmg of paroxstiist 
tnf!»Tii^ng«^lfanntg^ cflltailfltBd m a free base baaia, and a phmnaccutically 

acceptable caxxier. 

39. A pbannaccudcal coopotttiosi c oxnpriitfn g 12«Sixig of paraxedse 
mrthmirr "ilenlgteJ on a free base baffla^ and a phuwnaeftiitiritlly 
acceptable earner. 

40. A rhnT^*'''^'^'^^ ftfwnpiiintiftn cnmprimig t5mg of pamvetme . 
l^g t^^fltyiM y nKnpgte^ eflJeulated on a free base baaia, and a pharmaceartteaHy 
acceptable carrier* 

/ Twprf^tflTtfM mif^wnf p> rstXmUifiA m % freft liMft bfl^^ and E phansBceutically 
acceptsble carrier. 

42. Aphaimaceiiticalconiposttian ooxs^srisixig 25ing of paroxetine 

mcthimfMmlfffnPrtCj «i1rail5itff!<1 nn a -free base haaia^ and a-pTtflTwifimitir.flny 

acceptable carriet. 

43« A r*^^'^^*^^*^"'* rnmpoahiDn compriaing 3Qmg of paraxetine 

nigthff ftalfiiilatrf on a ftee baae baas, and a pharmacendcally 

acceptable earner* 

44. Apharmaceodcal compodtion coApcising 40mg of paroxetine 

fnt?fhnnffim1fn T T«^j atari nn ft firea baifi baria^ and a pha rmBflffnticinlTy 

acce p ta b l e carrier. 
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Support fa appucatum b$ iiiea (^gusn toxt) 

1 

coQLUnaaon oiou eiasms i, 3 s 4* a page u mtx (H9 a 12«13. 

3 

Old cbda 0 A pas62 iiB85 

3 

uxiibiiiationoroMcuuass& ia,apage2imts iv-u»22*z}«A,pigc3 lines6-7. 

4 

claim 13 & page 5 lines 12-16 & liBcs 26-2&. 

5 

Old claim 14 ft page 7 liBss 4-9* 


Combmatianaf&ldelaiiiu I5ft 16,ftpage8Unes9-23(especiaUy iiatsUft20)ftp8gd7 

7 

OU daira 17 ft page 7 Imea 23-24. 

S 

Olddaini 18 ftpagB7 lnies25 ft 32tft page9 Unea26-31. 

9 

Old claim 1 9 ft p^ 7 IfaiM 25 ft 32. 

10 

Old daim 20 ft page 13 lines 21-23. 

11 

Old claim 21 ft page 14 Ime 18. 

12 

Old claim 22 ft page 14 line 21. 

13 

Old daim 23 ft page 14 ima ZZ. 

14 

Old datm 24 ft page 14 line 32. 

IS 

Old daim 25 ft page 15 line 1. 

16 

Old claim 26 ft page 13 line 30, 

17 

Old claim 27 ft page 14 line 10. 

18 

Old elann 29 ft page 14 line 2. 

19 

Old daim 30 ft page 13 lines 26-27. 

20 

Combinatioa of old daons 29. 20 ft 1, ft page 14 line 2. 

21 

Fa^ 14 line 3. 

22 

P^ge 14 line 3» 

23 

Old daim 21 ft page 14 line IB. 

24 

Old daim 22 ft page 14 line 21. 

25 

Old daim 23 ft page 14 line 22. 

26 

Old daim 24 ft p^ 14 Une 32 . 

27 

out dann 25 ft page 15 line 1. 

28 

Old claim 26 ft page 13 line 30. 

29 

Old daim 27 ft page 14 line la 

30 

PqgB 1 linea 25-28, page 2 lines 1-2, ft old claim D ft pages lines 12-16 ft lines 26^ 

CbQ daim oomains a proviso to exdude difidofure h Bxanple 1 

application^ 

31 

Old daim 14 ft page 7 Uiies 4-9. 

32 

Comfaio&doaofold claims 15 ft 16, ft page 8 lines 9-23 (especially lines 18 ft 20) ft page? 
Iine20. 

33 

Old daim 17 ft page? Hoes 23-24. 

34 

Old claim 18 ft page 7 lines 25 ft 32. A page 9 Ibes 26-31. 

35 

Old czasB 19 «t page 7 lines 29 a 32. 

3< 

Page 13 lines 4- 15 ft lines 26«27 exdoding die uses disdosed in die Synihon ^Hcntion (at 
l»a^ 6 lines 33-36). 

37 

Page 14 line 3. 

38 

PagBl41tne3« 

39 

PBgBl41itte3. 

40 

Pttge 14 line 3. 

41 

Page 14 line 3. 

42 

Page 14 line 3. 

43 

Pagel41me3. 

44 

Page 14 line 3. 


WTHSDNITEDmmPAlWANDTMEMiUtK'S^ 

JN RE APPLICATION OR 
BENNEiCER.eiaL 


SoialNo: O8/873J023 
Filed: Jnw IQ. 1S97 


tSrottpAnUnit: ISI2 
.ExamIficnaang.C S * 
Any.DkL:068S4.0002 * p ^8 

^5 


. • l'n»«toB«utoA.PWa^doliB«^ 
1. •Ittiaco.mvtatnfofiteaboveHdBaUaidappHc^ 

Univehiiy of Itecht (Utnebt. The Netfaabotb). 

envIoy«lBClud5ngaBlvaaficsaadpri«teco«p^ • 
«aTO of the p««t appllcrfoiw u te«l if d» ca«BtoI Re^ 
OBpanneat «d xtiMia la tfiiifpdtloa M the present dv. 

AfidaiidaiedApriia.l9M. Voider to f«xher4«onsoteiI»t«oby|^^ 
l««Jo«tei.Iofedi«fcltowte8dauoRsoli^ Uol«S(xh«twijeIiidici£ed.ta 

couiiuL • * 


Thc«rfBbllIiy.rfv«rfoa«pargxctI«scon,w^ 
tbc-feaQ«^p„eed«c Aa««aywci:I«d«rount(fto«ito5».200«j)w«Btaedlartt 

addWon «ad«lmn»*»«p«edwh«=^ lathec«« when a 

a»c9ttntfoa of lOM (oraom) Bg per «d WB 

i«|«rtda w« ebw«d ate itlnfaB. to the sow 
«oa« of e«wv»«««i«lnhk ta given vol»«e 

between il»toa|«Idcd«natt««ltfaa«oaaiofiltt£Utn« lBihec»e* 
oft!«fkim««iB«lthfi!wa«,iolidw«m«ahb»hefll,^ 

cases the Mlubffitie. art Kported « T« flan [*c eddfid 
shottnbelow: 


Soiuwiv «f Parexettee Cotxspound« (mg ^ 


ffions Uiu IQOO 


mOTBChui 2000 

(tosylate) • 

ptroxeane h^rdnehlm^rf^ anhvdntt 



ija 

paroxetine tvtracB' 

tettcbao? 
less than? 

psraxecineaceuia 

200 


# novel caoqwboo sdt of puDxedne 


•hicwlfbeate tdu of paraxedne' which conespood to the pRsenc Invenden. exhibii 
5tla«theiot«bUhyoflheaeeutt«Uaulovwj(»iime,diefolubint^ 


over 


eoBpouods. TtotonadciocreasabsobbiUtyexhtWcedbyttoiult^ 
slgnlfiomaadiobttaaiWImpfovenKntowritapto . 
aovcUaeihpiioratt.eompirisoaean^uodt}, ThedaadwwtlitttialtooiherirfMrewMitoUy 
■ccftpttblr salts which paeaHf have n seliimsy of lets tfiaa 10 agfad, the luZ&oan'xdts have 
ssohibiUqrofgresttrthaiilOOOnsA&L SoehsoliiaeasebaoluWlityl^ihsiBe ofasnlfottats 
aaUwasaatptefflcttdofSnsEenedbyanyofAepdocinteadiinsspf ' 

thesoBd t m t e M bM ty ofvatioiis pa^qxedne eompoiinds measnmii tufng • 
thoiuojjravlmeirifi analysis (TQA). TCiAearveswexepradiicxdaangaMeitlerT(deiIo "' 
TOA/SDTASSIeiaepaiabntBmaxidepamofTOitL Hie messisemeats were canied sat 
wiih l5-2datg samples i&der tdirasea widi a flow rata ofTO od 
lempetamm was heatia^ It a we of 10*C per mlaute and the (t^^ 
it300*C AblanecunewasceeaidedwidiaBenviypBnaaderttosaaBcoadidons. ThisUaae 
coiie was subouied (br caehTQA. Betwaea the oeasnzeinetffi a cali^ 
eaIi6iBiiaawd^iBjheBsdalewaspeffbaDed. The TGA curves an letfecthia Exhibits ! 
aadl*' • 

&dAit 1 shows the tfaennal degradBttott of the Mowins pareaeiitt ecn^^^ 




paroxetiae methane soUonate 
(mesyittc) 

pttQxetine faydiQchtodde bo^ifaydn^ 

pvoxedee bffrtninc tulfboite 
(basybtar) 

pvoxetoe £ree'baso 

ptioxcdnfi toltteofi f«tfat^f 


pttoxedzie ^^UocotMazene suUonim 

{Mroxedoe ftim vnte* 


pttoxcrinc tartctfcT 


paroxetiAeftecCBte. 


-# novel eempvison pttoxedne sail 


The Y-udi af the plot shown fai ExhifaU 1 ia£caees Ae amsont of pirbxe^ compound 
wbiIedxBXHuaiii(iicates.boththeteaiperat^ H shoaM be noted that 

the cstrires have been xepinted for daiity. Tliac Is, the curves do not start at a coounon point on 


m»tabflityortph«BacMdcdcoinpouadlsifa^^ 
P«aicalyha,aiqr. Tbei»o«tnv!dfy(Ao«crdn«orloweftBnpc«a«)d«,e^ • 
degrade. I« tfddea«co««K««L Th«.tf.efl^ 

thblfiis sable tfaBcoittpaind. . 

«cdtostdrfBv««ulwin«e«l&tfmaBy(rftto hp«ic„i« the 

l«yto and tDQto alii « veqr fta^^^ 

liy*DcUondebri«pefd«fiwtte B«.uhl£hefteap«a«ftc 
Aeeodlajty. ihe «*ifi<y o£ fte« ewapooiute U jiven « 
> flaataee > ma^iBte > flee tase > iwnte » leet^ • 

8»«ly iwire jubfc, itaa the coawadaBy «^ 
henAyi&te). ' . ' 

stt|B^thcind«tB.«ttJ-|hcwtoteBax^ 

"PpaimitedegwtaionfiirdicpanaefiBe^ • 
bejnn arc. a«! ifa«t by 120^ of ihe comparisoa eo^^ 
doftydegndoiBmlttuable. The ineylateeoropbund. to comiast. does not begin to* 

AqsoidiBgly, 4e Mlfcttaic «altt denioianied hi^ 
lUitabU for UK b phuman^t eoo^tioas. 
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